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Conclusions

Pregnant rabbits were dosed at 0, 1, 3 or 9 ng/xg/day, days
7-19. Plasma and RBC cholinesterase activity was significantly
reduced at all doses on day 20 and RBC at all doses on day

28. Does failed to gain weight at 9 mg/kg/day during dosing.
Maternal toxicity LEL 9 mg/kg/day, NOEL 3 mg/kg/day. Fetal
toxicity NOEL 9 mg/kg/day (HDT).

Materials
DEF technical
98% active
Bateh No. 85-R-26-39 supplied by Mobay Corp.

American Dutch Rabbits from Langshaw farms

Experimental Design

Young adult female rabbits (> 4.5 months) weighing
2.32 to 3.%1 kg were primed with HCG and artifictially
inseminated over a four day period. Does were ranbomly assigned

to treatment groups of contrel, 1, 3, or 9 ng/kg/day, 17 does
per group.

The test compound was prepared as a 0.022, 0.067 or 0.2%
emulsion in an aqueous CMC (0.5% w/v carboxymethycelulose and
0.4% w/v polysorbate 80 in distiled water) vehicle. Solutions
were analyged for concentration and stability. Test material
was administered in a constant volume of 4.5 ml/kg body

weight.

Test material was administered orally on days 7 through
19 of gestation.

Does were cobserved daily for morbidity and moralicy.

Body weights were abtained on days o, 7., 10, 14, 19, 21
and 28 of gestation. Food consumption was measured on days 1,
6, 8, 12, 15, 20, 23 and 28 of gestation.
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On day 20 of gestation (24 hours after the last dose of
test compound) and on day 28 blood was obtained for RBC and
plasma cholinesterase determinations. At termination, on day
28, half the brain of each dce was collected for brain
cholinesterase determination.

"On Jay twenty-e.ght of gestat:on, all does were sacr:ficed
Dy intravenous barbiturate overdose. The abdomen was opened,
ovaries were excised and corpora lutea were counted and
recorded. The uterine horns were transected at the cervix,
removed, and weighed. Each uterine horn was longitudinally
opened along the antimesometrial surface and the amniotic
sacs displaced to one side to facilitate inspection of the
uterine walls for the presence of resorptions. All fetuses
and resorptions were removed and each implant was noted.
The abdominal and thoracic viscera from the does were acrutinized

and gross anatomical changes were recorded.”

Each fetuses was removed from its amniotic sac, the
umbilical cord was severed close to its attachment to the
fetus and viability of the fetus was determinad. Placentas
ware removed, trimmed and weighed. Each fetus was blotted
dry, removing blood and amniotic fluid and weighed. A complete

external examination was made of esach fetus. A complete
internal examination was conducted on the thoracic and abdominal

viscera and sex was determined for all fetuses." The head was
skinned to view the eyes and a cross section made through the

cerebrum.

All fetuses were prepared and examined for bone development
and abnormalities.

Results

Clinical signs related to treatment were not observed.
Two low dose does and one high dose doe died of resporatory
disease. One low dose doa and one high dose doe aborted
during the study.

Mean group body weights are summarized in Table 1 from
the report. A statistically significant decrease in mean
weight gain was observed in the high dose does during dosing.

These does failed to gain weight during this period. No
compound-related effects were observed on food consumption.

Results of cholinesterase determinations are summarized
in Table III from the report. Plasma and RBC cholinesterase
activity was significantly depressed at 20 days of gestation
in all dose groups. At 28 days RBC cholinesterase activity
remained significantly depressed at all doses. No compound-
Telated effect was observed in the brain at termination.
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Table IV from the report summarizes reproduction efficiency
and fetal numerical data. No compound-related effects were
observed on fertility, implantations, litter size, sex ratio.
and pre and post implantation loss.

Table V from the report summarizes resorption data.
Treatment nad no observed effect on resorptions.

Table VI fram the report summarizes external and visceral
observations. No treatment-related effects were reported.

Table VII from the report summarizes skelstal variations.
No treatment-related effects were reported.

Table VIII from the report is an incidence summary of
skeletal variations. No treatment-related effects were
reported.

Table IX from the report presents external, visceral and
skeletal malformations. No tresatment-related effects were
reported.
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Tox Chem No. Tribufos (DEF) eon File Last Updated _ Qurrent Date

MRID Results: TOX
Study/Lab/Study #/Date Material No. LDsg, ICsq, PIS, NOEL, LEL Categotry ggﬁ ;toade/
Onco-souse; Mobay; Tech 98.5% 411710-01 |Doses tested 0, 10, 50 or 250 ppm for | N/A  [Guideline
86-271-01 _ 90 weeks. At 10 ppm, decreased
plasme. and RBC cholinesterase both
sexes, Jecreased brain wlinesterase
males, at 78 weeks males decreased
MV and MCH, at week 90 females
decreased hematocrite. At 50 .
males increased msber showing
paleness and hunched backs, at 78
wecks males decreased MCV and M(H, at
week 90 decreased MCH, at week 96
females decreased RBC comt, liemoglaobin
and hematocrite. Histopathology
males; adrenals amyloid, epididymis
hyperspermatogenensis, ssall intestine
amyloid and vecuolar degeneration
epithelium, spleen hematopoiesis. At
250 ppm loose stools females, enlarged
abdomen both sexes, increased
mortality/decreased life span both
sexes, increased food consumption and
body weight both sexes, decreased RCB
comnt, hemoglabin, hematocrite, MCV
and MY in males, decreased RCB
ocamnt, hemoglobin and hematocrite in
females. Histopathology males,
adrenals degeneration, liver
Themangiosarcoma®*, rectum acute
inflammation, necrcais and ulecer,
small intestine adenocarcinoma*,
dilated/ distended and sucosal hyper-
plasis. In females, adrenals
calcification and degeneration/
pigmentation, caecum edema, liver
hypertropy, ling alveolar/branchiolar
adencma®, mesenteric lymph node
corgestion, rectum acute inflamation,
necrosis and ulcer, small intestine
adenocarcinoma?®, dilated/distended,
mucosal hyperplasia.
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Tox Chem No. Tribufos (DEF) File Last Updated Qurrent Date
m T —— -

MRID Results: TOX QORE Grade/
Study/Lab/Study $/Date Material No. LDsn, 1Csg. PIS, ROEL, 1EL i . No.
Te.t%brqy-rat: Miles [Tech 98% 40190601 [Pregnant rats 2re?me orally at O, Calt! —L'G—i.oigé'ﬁ%
Laboratories: 87320: . 1, 7 and 28 mg/kg/day (days 6-16).
8/8/66 Maternal RBC and plasma cholinesterase
' activity was depressed at 7 and 28
my/kg/day and brain activity at 28
mg/kg/day. Maternal weight gain was
decreased at 28 mg/kg/day. Maternal
toxicity LEL 7 mg/kg/day, NOEL 1 mg/
l(:gfde;y. Fetotoxic NOEL 28 mg/kg/day
HIT} .

Teratology-Rabbit; Pregnant rabbits were dosed at 0, 1, 3 Guideline
Miles Laboratories: or 9 mg/kg/day, days 7-19. Plasma and
MTDO003; 1/22/87 RBC cholinesterase activity was

significantly reduced at all doses on
day 20 and RBC at all doses on day 28.
Does failed to gain weight at 9 mgy/kg/

day during dosing. Matemal toxicity
LEL 1 mg/kg/day (LDF)}. Fetal toxicity
NOEL 9 mg/kg/day (HDT).







